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I. Tins opinion contains indications relating to the following items: 
[X] Bon No ! 1 tasis of the opinion 
| ] 'Box No. il Priority 

j | Box No. ill Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
| j Box No. IV Luck of unity of invention 

j;. j Box No. V Reasoned statement under Rule. <f5bis. I(a)(i) with regard in novelty, inventive step or industrial applicability 

citations and explanations supporting such statement 
[Zl Box No VI Certain documents cited 

(_ 1 '^ox ^° Certain defects in the international application 

[ j Box No. VB! Certain observations on the. international application 

1 FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPHA") except that this does not apply where the applicant chooses an- Authority 
oilier than this one to be the IPfiA and the chosen IPLA has notified the International Bureau under Rule 66. lbis(b) that written 
opinions of this International Searching Authority will not be so considered. 

If this opinion is. as provided above, considered to be a written opinion of the IPKA. the applicant is invited so submit lo the 
IPKA a written reply together, where appropriate, with amendments, before the expiration of > months from the date of maihng 
of !'Onn PCT'JSA/220 or before the expiration o! 22 months from the priority date, whichever expires later 
i-'ot fuilhcr options, see form PCT/ISA/220. 

i For fn-ther details.. «scc notes to Form PCT'TSA'220. 
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Box No. J Ilsisis <jf this opinion 



1. Willi regard to the language, this opinion has been established on the basis of the international application in the language ui 
which il. was Hied, unless otherwise indicated under this item. 

| | i bis opinion has been established on the basis of a translation from the original language into the following language 

. which is the language of a translation furnished for the purposes of international search (under 

Kules 12.3 and 23.1(b)). 

3. With regard to any nucleotide jirul/or amino acid sequence disclosed in the international application and necessary to the 
claimed invention, this opinion has been established on the basis of: 

a. type of material 

iv 7 ! a sequence listing 

LD tj, k' c ^ rc ' alCf ^ *° * ne sequence listing 

h. formal of materia) 

I | on paper 

fVj in electronic form 

e. time of filing/furnishing 

| | contained in the international application as filed. 

(X| filed together with the international application in electronic form. 
| | furnished subsequently to this Authority for the purposes of search. 



!>een 



j | In addition, in the case that more than one version or copy of a sequence listing nnd'or table relating therein ha* 

filed or furnished, the required statements that the information in the subsequent or additioanl copies is identical to that 
in the application as filed or docs not go beyond the application as filed, as appropriate, were furnished. 



•1. Additional comments: 
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Nn. V Reasoned statement under Kule. 43his.l(n)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



I. Statement 

Novelty (N) Claims Yi*S 

i Claims NO 



Inventive. slcp(IS) Claims JJj^ Vl'.S 

Claims ; ; : NO 

industrial applicability (IA) Claims 1-1^ YHS 

Claims NO 



2, Citations and explanations : 

The present invention relates i.o 

therapeutic use of CpG oligodr^xy nucleotides for skin diseases, nicr" pjeeise'y 
a pharmaceutical composition containing an effective amount: of a CpG 
oligodeoxynucleotide re])resented by the following formula: | formuia i 
S Y YSSACG'J TSN YK A WM YTC (SEQ ID NO. 1) wherein S is G or C: Y is G or '!': 
N is any one selected from the group consisting of A, G, T and Ci l\ is G or /V W 
is A or T: and M is A or C, and wherein the CpG oligodeoxynucleotide comprises 
at least two unmethylaiod CpG motifs. 

a method for inhibiting a Th2 cytokine and/or inducing a Th 1 cytokine, and 
a method for stimulating an immune response and a method for treating or 
preventing a skin disease which comprises administering to a subjeci in need 
thereof an effective amount of CpG oligodeoxynucleotide same as thai of the 
a b o ve - m e n t: iom * d I'D h a r m a c e u t i c a ! c o m j j o sition. 

The following documents have been considered for the purpose of this report: 
Dl - WO 20(.M/078772 Al ( 1 ti September 2004) 
02 = WO 01/93905 A l (13 December 2001) 

D j describes oligonucleotides for stimulating immune, response. The 
oligonucleotides may be used as an immune stimuiat orfor an adjuvani). and used 
for immune response rebalance. 1)2 describes immunosi anuaii orv 
oligodeoxynucleic acid molecule (ODN) having the structure according lo 
formula (1). 

(Continued on Supplemental Sheet.) 
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Supplemental Box 

in case: the spare in any of the preceding boxes is not sufficient. 
Continuation of: 

Box. V 

1 . Novelty 

The cited documents r lc*sc:ril>e the general stale of iho art. The CpG 
oligodeoxynucleotides represented by the following formula: 
S Y YvSSA C GTTSN Y R A WM YTC of the present invention is different, from the 
oligonucleotides of Dl and oligodeoxynucleic acid molecule (ODN) of 1)2. Also a 
therapeutic use of CpG oligodeoxynucleotides for skin diseases is not disclosed 
in any of the prior art. Therefore, the subject of claims 1 -]{■ c:ai ■ tin. r« T>re !>■• 
considered novel under PCT Article 33(2). 

2. Inventive Step 

Even though Dl and 1)2 are relevant to the present invention, there is no 
indication in cited documents which would have led the skilled person lo use of 
the CpG oligodeoxynucleotides represented by the following formula: 
S Y Y S S A C G T T S N Y R A W M YTC as as therapeutic agent for skin diseases. Also. It 
could not be foreseen from the cited document that the advantages su,:h as a 
physiological activity that controls the Thl/Th2 immune response balance by 
inhibiting a Th2 cytokine and/or by inducing a Th'l cytokine, the Increased 
expression of the surface molecules of dendritic cells (e.g. MHC class III. CD80. 
and CD86) in a concentration-dependent manner, and the induced proliferation 
of both T lymphocytes and peripheral blood mononuclear cells. I he effect of 
treating a skin disease or of improving a skin disease condition by virtue of ih«' 
above-mentioned activities as disclosed on examples of the present invention, 
ear: be obtained by using the CpG oligodeoxyn ueieoiides representee by die 
following formula: S Y Y S S A C G T T S N Y R A W M Y TO. Therefore, the subject-matter 
of claims J -10 is considered to involve an inventive slop (Art. 33(3) PCT) 

3. Industrial Applicability 

The subject matter of claims 1-1.0 is considered to be industrially applicable: 
under PCT Article 33(4). 
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